We read with great interest the article of Tsai and Bell recently published in this journal. 1 The authors conducted an interesting simulation study to derive power and sample size estimates to be used in epigenome-wide association studies (EWAS). Their study, and others, 2 To complement the findings of Tsai and Bell, we estimated the statistical power of EWAS under several scenarios of ICC values. We assumed a normal distribution for methylation values and that measurement error was non-differential. 10 Table 1 shows that the ICC also strongly influences power. This is consistent with the findings presented by Tsai and Bell in Figure 5 , 1 showing the loss of power associated with increasing pooled standard deviation. Interestingly, the strongest and most consistent signals of differentially methylated markers of smoking in peripheral blood have been discovered at CpG sites with high repeatability. 5, 9 Since CpG sites with low repeatability (low ICCs) tend to either be measured with substantial error or exhibit very little variation in the population (or both), the ICC for a given CpG site might provide valuable information about whether differential methylation between cases and controls is likely to be observed. For a given significance threshold, probes with lower ICCs have a relatively low power, and measurement error biases effect estimates towards the null. Probes for which power is insufficient to detect meaningful methylation differences should be interpreted with caution, as statistically significant results are more likely to represent false-positive signals. 
